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CLAIMS 



1 . Serine protease inhibitor having the formula (I), 



5 



J-D- 



-(CH2)„ 




NH2 



(I) 



in which 

J is H, R\ R'-0\C(0)-, R'-C(O)-. R'-SOz-, R^00C-(CHR%-, 
(R^^R"')N-Co\cHR\- or Het-CO-(CHR')p-; 
10 D is an amino-acid\of the formula -NH-CHR^-C(O)-, 

-NR''-CH[(CH2)qcV))0R^]-C(0)-, -NR''-CH[(CH2)qC(0)N(R^R''*)]-C(0)-, 
-NR''-CH[(CH2)qC(0)Het]-C(0)-, D-1-Tiq, D-3-Tiq, D-Atc, Aic. D-1-Piq or 
D-3-Piq; 
E is -NR^-CH2- or the fra^ent 
(CH2X 

/\ 

15 -N CH-, optionally suBfetituted with (1-6C)alkyl, (1-6C)alkoxy or benzyloxy; 

is selected from (1-12C)alkyL (2-12C)alkenyl, (2-12C)alkynyl, {3-12C)cydoalkyl 
and (3-12C)cycloalkyl(1-6C)a>kylene, which groups may optionally be 
substituted with (3-12C)cycloalfevl, (1-6C)alkoxy, 0x0, OH, CF3 or halogen, and 
from (6-14C)aryl, (7-15C)aralkyl\8-16C)aralkenyl and (14-20C)(bisaryl)alkyI, 

20 whereby the aryl groups may optionally be substituted with (1-6C)alkyl, 

(3-12C)cycloalkyl, (1-6C)alkoxy, OHV CF3 or halogen; 
R^ R"^' and R^' are each independently delected from H, (1-8C)alkyl, (3-8C)alkenyl. 
(3-8C)alkynyl, (3-8C)cycloalkyl and (3-6iC)cycloalkyl{1-4C)alkylene, which can 
each be optionally substituted with (3-6C4cycloalkyl. (1-6C)alkoxy, CF3 or 

25 halogen, and from (6-14C)aryl and (7-15C)aralkyl whereby the aryl groups may 

optionally be substituted with {1-6C)alkyl. (3\6C)cycloalkyl, {1-6C)alkoxy, CPs or 
halogen; 

R^ is as defined for R^ or Het-(1-6C)alkyl; 

R^ isHor(1-3C)alkyl; 
30 X and Y are CH or N with the proviso that they are nbt both N; 

Het is a 4-, 5- or 6-membered heterocycle containing one or more heteroatoms 
selected from 0, N and S; 

m is 1 or 2; 

p is 1, 2 or 3; 
35 q is 1,2 or 3; 



wo 00/24718 PCT/EP99/07928 



33 

t is 2, 3 or 4; 
or <J prodrug; 

and/tor a pharmaceutically acceptable addition salt and/or solvate thereof. 

2. SerineWotease inhibitor according to claim 1 , wherein 
m is 2; X\is CH and Y is CH. 

3 Serine protesase inhibitor according to claim 2, wherein 
J is H, R\ r\s02-, R'OOC-(CHR')p-, (R^,R''')N-CO-(CHR')p- or Het-CO-(CHR')p-; 
D is an amino-^cid of the formula -NH-CHR^-C(O)-, 

-NR"-CHl(C&qC(0)OR^]-C(0)-, -NR"-CH[(CH2)qC(0)N(R'^R''')]-C{0)-, 
-NR^-CH[(CHLc{0)Het]-C(0)-; 
E is -N(3-6C)cycldalkyl-CH2- or the fragment 
(CH,), \ 

-N^^CH-, optiot\ally substituted with (1-6C)alkyl or {1-6C)ali<oxy; 

R' is selected from (1-\2C)alkyl. (3-12C)cycloalkyl and 

(3-12C)cycloalkyl(1-eC)alkylene, which groups may optionally be substituted 
with (3-12C)cycloalkyl\(1-6C)alkoxy or oxo, and from (6-14C)aryl, 
(7-15C)araikyl and {14-ioC)(bisaryl)alkyI, whereby the aryl groups may 
optionally be substituted\with {1-6C)alkyl. (3-12C)cycloalkyl, (1-6C)alkoxy, OH, 
CF3 or halogen; \ 

R^isH; \ ^ 

r2' and R^" are each independently selected from H, {1-8C)alkyl, (3-8C)cycloalkyl 
and (3-6C)cycloalkyl(1-4C)alkylene, which can each be optionally substituted 
with (3-6C)cycloalkyl or (1-6C)ilkoxy and from (6-14C)aryl and (7-15C)aralkyl 
whereby the aryl groups may optionally be substituted with (1-6C)alkyl, 
(3-6C)cycloalkyl, (1-6C)alkoxy, CPb or halogen; 

R^is selected from H. (1-8C)alkyl, (3-8C)cycloalkyl and 

(3-6C)cycloaIkyl(1-4C)alkylene, whidh can each be optionally substituted with 
(3-6C)cycloalkyl or (1-6C)alkoxy, andVom {7-1 5C)aralkyl whereby the aryl 
groups may optionally be substituted wVi (1-6C)alkyl, {3-6C)cycloalkyl, 
(1.6C)alkoxy, CF3 or halogen and from Het-(1-6C)alkyl; 

pis1; \ 

q is 2; \ 

t is 3 or 4. \ 



4. Serine protease inhibitor according to claim 3, whWein 
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{0 D ik^n amino-acid of the formula -NH-CHR^-C(O)- or glutamyl [or an 

(1-^)alky tester thereof]; 

is sek^ted from (3-12C)cycloalkyl and (3-12C)cycloalkyI(1-6C)alkylene, which 
groups may optionally be substituted with (3-12C)cycloalkyl or (1-6C)alkoxy, and 
from {6-14fe^aryl, (7-15C)aralkyl and (14-20C)(bisaryl)alkyl, whereby the aryl 
groups may dptionally be substituted with (1-6C)alkyl, {3-12C)cycloalkyl, 
(1-6C)alkoxy or\alogen; and 

is selected from (1\8C)alkyl and (3-8C)cycloalkyl, which can each be optionally 
substituted with (3-6S;)cycloalkyl or (1-6C)alkoxy, and from (7-15C)aralkyl 
10 whereby the aryl groups may optionally be substituted with (1-6C)alkyl, 

(3-6C)cycloalkyl, (1-6C)^oxy, CF3 or halogen and from Het-(1-6C)alkyL 



15 



M 20 



25 



5. Serine protease inhibitor accoroing to claim 4, wherein 
J is -CH2COO(1-6C)alkyl, (3-8C)cyploalkyl, -SOa-IO-camphor, -CHaCONHphenyl or 

-CH2CONH(3-8C)cycloalkyl; 
D is D-cyclohexylalaninyl, D-phenylala\inyl, D-diphenylaianinyl or glutamyl [or an 

(1-6C)alky tester thereof]; and 
E is the fragment 
(CH2X 

/ \ 

-N CH- , wherein t is 3 or 4. 

6. A pharmaceutical composition comprising the serin^protease inhibitor of any one 
of claims 1 to 5 and pharmaceutically suitable auxiliari€ 



7. The serine protease inhibitor of any one of claims 1 to 5 for use in therapy. 




8. Use of the serine protease inRifiStqr of any one of claims 1 to 5 for the manufacture 
of a medicament for treating or preventing thrombin-mediated and thrombin- 
associated diseases. 




